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Qazi 09/913,435 14/09/2005 

=> d his ful 

(FILE 'HOME' ENTERED AT 17:06:53 ON 14 SEP 2005) 

FILE 'HCAPLUS' ENTERED AT 17:07:09 ON 14 SEP 2005 

E MCDONALD GEORGE B/AU 
LI 38 SEA ABB=ON "MCDONALD GEORGE B"/AU 

E STERGIOPOULOS NICHOLAS /AU 
L2 4 SEA ABB = ON "STERGIOPOULOS NICHOLAS M /AU 

L3 2 SEA ABB = ON LI AND L2 

L4 ANALYZE L3 1-2 CT : 15 TERMS 

FILE 'REGISTRY' ENTERED AT 17:33:22 ON 14 SEP 2005 
L5 5 SEA ABB=ON (PREDNISONE OR PREDNISOLONE OR CYCLOSPORINE OR 

METHOTREXATE OR TACROLIMUS) /CN 

E ANTI -LYMPHOCYTE GLOBULIN/CN 

E GLOBULIN ANTI -LYMPHOCYTE/ CN 

E GLOBULIN, ANTI -LYMPHOCYTE/ CN 

E ANTI -T- CELL MONOCLONAL ANTIBODIES/ CN 
L6 1 SEA ABB=ON BECLOMETHASONE 17 , 21-DIPROPIONATE/CN 

FILE 'HCAPLUS' ENTERED AT 17:35:00 ON 14 SEP 2005 
L7 1030 SEA ABB=ON ( ? HEMATOPOIETIC? (3W) ?CELL? (3A) 7TRANSPLANT) 

L8 173 SEA ABB=ON L7 AND (?GVHD? OR ?GRAFT? (W) V (W) ?HOST? (W) 7DISEASE? ) 

L9 1 SEA ABB = ON L8 AND GVL(W) ?REACT? fl>|AJi 

L10 67 SEA ABB = ON L8 AND (? CANCER? OR ?CARCIN? OR ?NEOPLASM? OR /$<r 

?TUMOR? OR ?TUMOUR?) V A 

Lll 1 SEA ABB=ON L10 AND (L6 OR ? BECLOMETHASONE - 17, 21 -DI PROP I GNAT? 1 "'' 

L12 26 SEA ABB=ON L10 AND (L5 OR ? PREDNI SONE ? OR ? PREDNISOLONE? OR 

?CYCLOSPORINE? OR ?METHOTREXAT? OR ?ANTI ? (W) ?LYMPHOCYTE? (W) ?GLO 

BULIN? OR ?ANTI? (W)T(W) ?CELL? (W) (MONOCLONAL? (W) ?ANTI BOD? OR 

?IMMUNOTOXIN?) ) 



L13 
L14 



L15 
L16 




26 SEA ABB = ON Lll OR L12 « , 

6 SEA ABB=ON L13 AND ( PRD<2 00108 13 OR PD<20010813) & (U-fe C ^ 

FILE 'MEDLINE, CANCERLIT, BIOSIS, EMBASE, JAPIO, JICST-EPLUS' ENTERED AT 
17:42:24 ON 14 SEP 2005 

24 SEA ABB = ON L13 . / clhs 

16 DUP REMOV L15 (8 DUPLICATES REMOVED) 

FILE 'USPATFULL ' ENTERED AT 17:46:17 ON 14 SEP 2005 , , c # j^J J 



L17 15 SEA ABB=ON L13 AND (PRD<20010813 OR PD<20010813) 

L18 0 SEA ABB=ON LI 7 AND (L6 OR ? BECLOMETHASONE? -17 , 21-7DIPROPIONAT? 

) 

FILE 'MEDLINE, CANCERLIT, BIOSIS, EMBASE, JAPIO, JICST-EPLUS' ENTERED AT 
17:47:18 ON 14 SEP 2005 
L19 0 SEA ABB = ON L16 AND (L6 OR ?BECLOMETHASONE- 17 , 21-DIPROPIONAT?) 

FILE 'HCAPLUS' ENTERED AT 17:48:02 ON 14 SEP 2005 
L2 0 1 SEA ABB=ON L10 AND ? BECLOMETHASONE? 

FILE 'MEDLINE, CANCERLIT, BIOSIS, EMBASE, JAPIO, JICST-EPLUS' ENTERED AT 
17:48:24 ON 14 SEP 2005 
L21 0 SEA ABB = ON LI 6 AND ? BECLOMETHASONE? 

FILE 'USPATFULL' ENTERED AT 17:48:46 ON 14 SEP 2005 
L22 0 SEA ABB=ON L17 AND ? BECLOMETHASONE? 
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FILE HOME 
FILE HCAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 14 Sep 2005 VOL 143 ISS 12 
FILE LAST UPDATED: 13 Sep 2005 { 2 00509 13/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 13 SEP 2005 HIGHEST RN 863091-33-2 
DICTIONARY FILE UPDATES: 13 SEP 2005 HIGHEST RN 863091-33-2 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting Smart SELECT searches. 

******************************************** 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
*************************************************************** 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details . 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : / /www . cas . org/ONLINE/DBSS/registryss . html 

FILE MEDLINE 

FILE LAST UPDATED: 14 SEP 2005 ( 2 0050914 /UP) . FILE COVERS 1950 TO DATE. 
On December 19, 2004, the 2005 MeSH terms were loaded. 
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The MEDLINE reload for 2005 is now available. For details enter HELP 
RLOAD at an arrow promt (=>) . See also: 

ht tp : / /www . nlm . nih . gov/ mesh/ 

ht tp : //www . nlm . nih . gov/pubs/ techbull /nd04/nd04_mesh . html 
OLDMEDLINE now back to 1950. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2005 vocabulary. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE CANCERLIT 
FILE COVERS 1963 TO 15 Nov 2002 (20021115/ED) 

On July 28 , 2 002, CANCERLIT was reloaded. See HELP RLOAD for details. 

CANCERLIT thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2002 vocabulary. Enter HELP THESAURUS for details. 

This file contains CAS Registry Numbers for easy and accurate substance 
identification . 

FILE BIOSIS 

FILE COVERS 1969 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1969 TO DATE. 

RECORDS LAST ADDED: 8 September 2005 (20050908/ED) 
FILE RELOADED: 19 October 2003. 
FILE EMBASE 

FILE COVERS 1974 TO 9 Sep 2005 (20050909/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE JAPIO 

FILE LAST UPDATED: 5 SEP 2005 <2 0050905/UP> 

FILE COVERS APR 1973 TO APRIL 28, 2005 

<<< GRAPHIC IMAGES AVAILABLE >>> 

FILE JICST-EPLUS 

FILE COVERS 1985 TO 13 SEP 2005 ( 2 0050913/ED) 

THE JICST-EPLUS FILE HAS BEEN RELOADED TO REFLECT THE 1999 CONTROLLED 
TERM (/CT) THESAURUS RELOAD. 

FILE USPATFULL 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 13 Sep 2005 (20050913/PD) 

FILE LAST UPDATED: 13 Sep 2005 (20050913/ED) 

HIGHEST GRANTED PATENT NUMBER: US6944881 

HIGHEST APPLICATION PUBLICATION NUMBER: US2005198721 
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CA INDEXING IS CURRENT THROUGH 13 Sep 2005 (20050913/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 13 Sep 2005 (20050913/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Jun 2 005 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Jun 2 005 

>>> USPAT2 is now available. US PATFULL contains full text of the <<< 

>>> original, i.e., the earliest published granted patents or <<< 

>>> applications. USPAT2 contains full text of the latest US <<< 

>>> publications, starting in 2001, for the inventions covered in <<< 

>>> US PATFULL . A US PATFULL record contains not only the original <<< 

>>> published document but also a list of any subsequent <<< 

>>> publications. The publication number, patent kind code, and <<< 

>>> publication date for all the US publications for an invention <<< 

>>> are displayed in the PI (Patent Information) field of US PATFULL <<< 

>>> records and may be searched in standard search fields, e.g., /PN, <<< 

>>> /PK, etc. <<< 



>>> 


US PATFULL and USPAT2 can be accessed and searched together 


<<< 


>>> 


through the new cluster USPATALL. Type FILE USPATALL to 


<<< 


>>> 


enter this cluster. 


<<< 


>>> 




<<< 


>>> 


Use USPATALL when searching terms such as patent assignees, 


<<< 


>>> 


classifications, or claims, that may potentially change from 


<<< 


>>> 


the earliest to the latest publication. 


<<< 



This file contains CAS Registry Numbers for easy and accurate 
substance identification . 
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=> d ibib abs ind 13 1-2 

L3 ■ ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2 005 ACS on STN 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE <S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 

PATENT NO. 



US 2003032631 
PRIORITY APPLN. INFO. : 
AB A method for the 
1 ymphoma s , 1 eukeir 
oral administrati 

corticosteroid (TAC) to a patient who has undergone hematopoietic cell 
transplantation. Administration of the TAC controls a graft -vs . -leukemia 
(GVL) reaction that is induced following a hematopoietic cell 
transplantation, so that a GVHD reaction does not develop, or is reduced 
in severity. The GVL reaction effects killing of cancerous tumor cells in 
the blood, mediated by the cells derived from the hematopoietic cell 
transplantation. 
IC ICM A61K031-56 

INCL 514178000; 514179000; 514180000 
CC 2-4 (Mammalian Hormones) 

ST leukemia treatment cancer corticosteroid host versus graft allotransplant 
IT Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

( ant i lymphocyte globulins, in combination with corticosteroids; methods 
and combinations for the treatment of cancer by controlling 
graft-vs . -leukemia using topical active corticosteroids) 
IT Neoplasm 

(blood-born; methods and combinations for the treatment of cancer by 
controlling graft-vs . -leukemia using topical active corticosteroids) 

IT Transplant and Transplantation 

(graft-vs . -host reaction, prevention and reduction of symptoms; methods and 
combinations for the treatment of cancer by controlling 
graft-vs . -leukemia using topical active corticosteroids) 

IT Transplant and Transplantation 

(hematopoietic cells; methods and combinations for the treatment of 
cancer by controlling graft-vs . -leukemia using topical active 
corticosteroids) 

IT T cell (lymphocyte) 

( immunotoxins and antibodies against; methods and combinations for the 
treatment of cancer by controlling graft-vs . -leukemia using topical 
active corticosteroids) 

IT Drug delivery systems 

(immunotoxins, anti-T-cells , in combination with corticosteroids; 



2003 : 118593 HCAPLUS 
138 :148132 

Method of treatment of cancer by controlling 
graft -versus -leukemia using topical active 
corticosteroids 

McDonald, George B.; Stergiopoulos, ^7$^ 
Publ . , 5 pp . 



Nicholas 

USA 

U.S. Pat. Appl 
CODEN: USXXCO 
Patent 
English 
1 



i 5 pp. 




KIND 



Al 



DATE 



APPLICATION NO. 



DATE 



20030213 US 2001-928890 20010813 
US 2001-928890 20010813 
improved treatment of blood-borne cancers, such as 
ia, and myeloma is disclosed. The method comprises the 
on of an effective amount of a topically active 
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methods and combinations for the treatment of cancer by controlling 
graf t-vs . -leukemia using topical active corticosteroids) 



IT Antitumor agents 
Human 
Leukemia 
Lymphoma 

Multiple myeloma 



(methods and combinations for the treatment of cancer by controlling 
graft -vs . -leukemia using topical active corticosteroids) 



IT Corticosteroids, biological studies 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 



(methods and combinations for the treatment of cancer by controlling 
graf t-vs . -leukemia using topical active corticosteroids) 



IT Antibodies and Immunoglobulins 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 



(monoclonal, anti-T-cells, in combination with corticosteroids; methods 
and combinations for the treatment of cancer by controlling 
graf t-vs . -leukemia using topical active corticosteroids) 



IT 50-24-8, Prednisolone 53-03-2, Prednisone 59-05-2, Methotrexate 
59865-13-3, Cyclosporine 104987-11-3, Tacrolimus 
RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 



(in combination with corticosteroids; methods and combinations for the 
treatment of cancer by controlling graf t-vs . -leukemia using topical 
active corticosteroids) 



IT 76-25-5 1524-88-5, Flurandrenolide 3093-35-4, Halcinonide 3385-03-3, 
Flunisolide 5534-09-8, Beclomethasone 17 , 21-dipropionate 5534-18-9, 
Beclomethasone-17-monopropionate 25122-46-7, Clobetasol propionate 
33564-31-7, Diflorasone diacetate 51333-22-3, Budesonide 51372-28-2 
51372-29-3 66734-13-2, Alclometasone dipropionate 66852-54-8, 
Halobetasol propionate 80474-14-2, Fluticasone propionate 83919-23-7, 
Mometasone furoate 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 



(methods and combinations for the treatment of cancer by controlling 
graf t-vs . -leukemia using topical active corticosteroids) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



2002:505407 HCAPLUS 
137:42096 

Method of long-term treatment of graf t-versus -host 

disease using topical active corticosteroids 

McDonald/ George B.; Stergiopoulos, 

Nicholas 

USA 

U.S. Pat . Appl . Publ 4 pp. 

CODEN: USXXCO 

Patent 

English 

1 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



US 2002086857 
US 2004006053 
PRIORITY APPLN. INFO. : 



Al 
Al 



20020704 
20040108 



US 2001-753814 
US 2003-613788 
US 2000-233194P 



20010103 
20030703 
P 20000915 
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US 2001-753814 Bl 20010103 

AB A method for long-term therapy using corticosteroids to treat tissue 

damage associated with graf t-vs . -host disease in a patient having undergone 
hematopoietic cell transplantation, and host-vs . -graf t disease in a 
patient having undergone organ allograft transplantation. The method 
includes orally administering to the patient a therapeutically effective 
amount of a topically active corticosteroid, such as beclomethasone 
dipropionate, from the 2 9th day until the 56th day following hematopoietic 
cell or organ allograft transplantation. Representative tissues includes 
tissue of the intestine and liver, while representative tissue damage 
includes inflammation thereof. 
IC I CM A61K031-573 
INCL 514179000 

CC 2-4 (Mammalian Hormones) 

Section cross-reference (s) : 15 
ST graft vs host disease treatment corticosteroid 
IT Transplant and Transplantation 

(allotransplant ; method of long-term treatment of tissue damage caused 
by graf t-vs . -host disease using topical active corticosteroids) 
IT Transplant and Transplantation 

(graf t-vs . -host reaction; method of long-term treatment of tissue 
damage caused by graf t-vs . -host disease using topical active 
corticosteroids) 
IT Transplant and Transplantation 

(hematopoietic cell transplantation; method of long-term treatment of 
tissue damage caused by graf t-vs . -host disease using topical active 
corticosteroids) 
IT Human 

Inflammation 
Intestine, disease 
Liver, disease 

(method of long-term treatment of tissue damage caused by 
graf t-vs . -host disease using topical active corticosteroids) 
IT Corticosteroids, biological studies 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(method of long-term treatment of tissue damage caused by 
graf t-vs . -host disease using topical active corticosteroids) 
IT Hematopoietic precursor cell 

(transplant; method of long-term treatment of tissue damage caused by 
graft-vs . -host disease using topical active corticosteroids) 
IT 50-24-8, Prednisolone 53-03-2, Prednisone 76-25-5, Triamcinolone 
acetonide 1524-88-5, Flurandrenolide 3093-35-4, Halcinonide 
3385-03-3, Flunisolide 5534-09-8, Beclomethasone dipropionate 
5534-18-9, Beclomethasone- 17 -monopropionate 25122-46-7, Clobetasol 
propionate 33564-31-7, Diflorasone diacetate 51333-22-3, Budesonide 
51372-28-2 51372-29-3 66734-13-2, Alclometasone dipropionate 
66852-54-8, Halobetasol propionate 80474-14-2, Fluticasone propionate 
83919-23-7, Mometasone furoate 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 

(Biological study) ; USES (Uses) 

(method of long-term treatment of tissue damage caused by 
graft-vs . -host disease using topical active corticosteroids) 
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=> d que stat 114 



L6 
L7 

L8 

L10 

Lll 

L12 



L13 
L14 



SEA FI LE=REGI STRY ABB = ON (PREDNISONE OR PREDNISOLONE OR 
CYCLOSPORINE OR METHOTREXATE OR TACROLIMUS) /CN 



1 

1030 
173 
67 



26 



26 
6 



BECLOMETHASONE 17 , 2 1 -DIPROPIONATE/CN 
(?HEMATOPOIETIC? (3W) ?CELL? (3A) ? TRANS PL 

L7 AND (?GVHD? OR ?GRAFT? (W) V (W) ?HOST? 

L8 AND (7CANCER? OR 7CARCIN? OR 
?TUMOUR?) 

L10 AND (L6 OR ? BECLOMETHASONE - 1 7 , 2 1 - D 



SEA FILE=REGISTRY ABB = ON 
SEA FILE=HCAPLUS ABB = ON 
ANT) 

SEA FILE=HCAPLUS ABB = ON 
(W) 9DISEASE?) 
SEA FILE=HCAPLUS ABB = ON 
7NEOPLASM? OR ? TUMOR? OR 
SEA FILE=HCAPLUS ABB = ON 
IPROPIONAT?) 

SEA FILE=HCAPLUS ABB = ON L10 AND (L5 OR ? PREDNISONE? OR 

? PREDNISOLONE? OR ? CYCLOSPORINE? OR ? METHOTREXAT ? OR ?ANTI?(W)? 

LYMPHOCYTE? (W) ? GLOBULIN? OR ?ANTI? (W) T (W) ?CELL? (W) (MONOCLONAL? ( 

W)?ANTIBOD? OR ? IMMUNOTOXIN? ) ) 

SEA FILE=HCAPLUS ABB = ON Lll OR L12 

SEA FILE=HCAPLUS ABB = ON L13 AND (PRD<20010813 OR PD<20010813) 



=> d ibib abs 114 1-6 



AUTHOR (S) : 



L14 ANSWER 1 OF 6 HCAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2001:917046 HCAPLUS 

DOCUMENT NUMBER: 136:193827 

TITLE: Nonablative allogeneic hematopoietic transplantation 

as adoptive immunotherapy for indolent lymphoma: low 
incidence of toxicity, acute graft -versus-host 
disease, and treatment-related mortality 
Khouri, Issa F.; Saliba, Rima M.; Giralt, Sergio A.; 
Lee, Ming-Sheng; Okoroji, Grace-Julia; Hagemeister, 
Fredrick B.; Korbling, Martin; Younes, Anas; Ippoliti, 
Cindy,- Gajewski, James L. ; McLaughlin, Peter; 
Anderlini, Paolo,- Donato, Michele L. ; Cabanillas, 
Fernando. F.; Champlin, Richard E . 
Departments of Blood and Marrow Transplantation, 
Lymphoma, Laboratory Medicine, University of Texas M. 
D. Anderson Cancer Center, Houston, TX, 77030, USA 
Blood (2001), 98(13), 3595-3599 
CODEN: BLOOAW; ISSN: 0006-4971 
American Society of Hematology 
Journal 
English 

This study investigated the use of a nonablative conditioning regimen to 
decrease toxicity and achieve engraftment of an allogeneic blood stem cell 
transplant, allowing a graft-vs . -malignancy effect to occur. All patients 
had follicular or small cell lymphocytic lymphoma after relapse from a 
prior response to conventional chemotherapy. Patients received a 
preparative regimen of fludarabine (25 mg/m2 given daily for 5 days or 30 
mg/m2 daily for 3 days) and i.v. cyclophosphamide (1 g/m2 given daily for 
2 days or 750 mg/m2 daily for 3 days) . Nine patients received rituximab 
in addition to the chemotherapy. Tacrolimus and methotrexate were 
used for graf t-vs . -host disease (GVHD) prophylaxis. Twenty 
patients were studied; their median age was 51 yr. Twelve were in 
complete remission (CR) at transplantation. All patients achieved 
engraftment of donor cells. The median number of days with severe 
neutropenia was 6. Only 2 patients required more than one platelet 
transfusion. The cumulative incidence of acute grade II to IV 
GVHD was 20%. Only one patient developed acute GVHD of 

greater than grade II. All patients achieved CR. None have had a relapse 



CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 
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of disease, with a median follow-up period of 21 mo. The actuarial 
probability of being alive and in remission at 2 yr was 84% (95% 
confidence interval, 57%-94%) . Nonablative chemotherapy with 
f ludarabine/cyclophosphamide followed by allogeneic stem cell 
transplantation is a promising therapy for indolent lymphoma with minimal 
toxicity and myelosuppression. Further studies are warranted to compare 
nonablative allogeneic hematopoietic transplantation with alternative 
treatment strategies . 
REFERENCE COUNT: 32 THERE ARE 32 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L14 ANSWER 2 OF 6 HCAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2 001:54 9793 HCAPLUS 

DOCUMENT NUMBER: 135:327107 

TITLE: Nonmyeloablative hematopoietic cell transplantation: 

Replacing high-dose cytotoxic therapy by the 

graft -versus -tumor effect 
AUTHOR (S) : Feinstein, Lyle; Sandmaier, Brenda; Maloney, David; 

McSweeney, Peter A. ; Maris, Michael; Flowers, 

Christopher; Radich, Jerry; Little, Marie-Terese; 

Nash, Richard A. ; Chauncey, Thomas; Woolfrey, Ann; 

Georges, George; Kiem, Hans-Peter; Zaucha, Jan M . ; 

Blume, Karl G. ; Shizuru, Judith; Niederwieser , 

Dietger; Storb, Rainer 
CORPORATE SOURCE: Fred Hutchinson Cancer Research Center, Seattle, WA, 

98109-1024, USA 

SOURCE: Annals of the New York Academy of Sciences ( 

2001), 938 (Hematopoietic Stem Cells 2000), 
328-339 

CODEN: ANYAA9; ISSN: 0077-8923 
PUBLISHER: New York Academy of Sciences 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB Conventional allografting produces considerable regimen-related toxicities 
that generally limit this treatment to patients younger than 55 yr and in 
otherwise good medical condition. T cell-mediated graf t-vs . - tumor 
(GVT) effects are known to play an important role in the elimination of 
malignant disease after allotransplants . A minimally myelosuppressive 
regiment that relies on immunosuppression for allogeneic engraftment was 
developed to reduce toxicities while optimizing GVT effects. 
Pre-transplant total-body irradiation (200 cGy) followed by post -transplant 
immunosuppression with cyclosporine (CSP) and mycophenolate 
mofetil (MMF) permitted human leukocyte antigen (HLA) -matched sibling 
donor hematopoietic cell engraftment in 82% of patients (n = 55) without 
prior high-dose therapy. The addition of fludarabine (90 mg/M2) facilitated 
engraftment in all 28 subsequent patients. Overall, fatal progression of 
underlying disease occurred in 20% of patients after transplant. 
Non-relapse mortality occurred in 11% of patients. Toxicities were low. 
Grade 2-4 acute graf t-vs . -host disease (GVHD) associated with 
primary engraftment developed in 47% of patients, and was readily 
controlled in all but two patients. Donor lymphocyte infusions (DLI) were 
not very effective at converting a low degree of mixed donor/host 
chimerism to full donor chimerism; however, the addition of fludarabine 
reduced the need for DLI. With a median follow-up of 244 days, 68% of 
patients were alive, with 42% of patients in complete remission, including 
mol . remissions. Remissions occurred gradually over periods of weeks to a 
year. If long-term efficacy is demonstrated, such a strategy would expand 
treatment options for patients who would otherwise be excluded from 
conventional allografting. 
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AB Toxicities have limited the use of allogeneic hematopoietic cell 

transplantation (HCT) to younger, medically fit patients. In a canine HCT 
model, a combination of postgrafting mycophenolate mofetil (MMF) and 
cyclosporine (CSP) allowed stable allogeneic engraftment after 
minimally toxic conditioning with low-dose (200 cGy) total-body irradiation 
(TBI) . These findings, together with the known antitumor 
effects of donor leukocyte infusions (DLIs) , led to the design of this 
trial. Forty-five patients (median age 56 yr) with hematol . malignancies, 
HLA-identical sibling donors, and relative contraindications to 
conventional HCT were treated. Immunosuppression involved TBI of 200 cGy 
before and CSP/MMF after HCT. DLIs were given after HCT for persistent 
malignancy, mixed chimerism, or both, Regimen toxicities and 
myelosuppression were mild, allowing 53% of eligible patients to have 
entirely outpatient transplantations. Nonfatal graft rejection occurred 
in 20% of patients. Grades II to III acute graf t-vs . -host disease ( 
GVHD) occurred in 47% of patients with sustained engraftment. 
With median follow-up of 417 days, survival was 66.7%, nonrelapse 
mortality 6.7%, and relapse mortality 26.7%. Fifty-three percent of 
patients with sustained engraftment were in complete remission, including 
8 with mol . remissions. This novel allografting approach, based on the 
use of post-grafting immunosuppression to control graft rejection and 
GVHD, has dramatically reduced the acute toxicities of 
allografting. HCT with the induction of potent graf t-vs . -tumor 
effects can be performed in previously ineligible patients, largely in an 
outpatient setting. Future protocol modifications should reduce rejection 
and GVHD, thereby facilitating studies of allogeneic 
immunotherapy for a variety of malignancies. 
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Journal 
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Twenty adult patients with high-risk leukemia underwent allogeneic 
hemopoietic stem cell transplantation after melphalan, busulfan and total 
body irradiation followed by short-term methotrexate and low-dose 
cyclosporine or tacrolimus. Three patients developed 

veno-occlusive disease and no patient developed renal dysfunction. Seven 
patients experienced grade II-IV acute graf t-vs . -host disease ( 
aGVHD) and five patients experienced grade III-IV. The 3-yr 
probabilities of relapse and leukemia-free survival were 22±11% (95% 
confidence interval) and 50±11%, resp. These data suggest that this 
preconditioning regimen followed by a low-dose immunosuppressant provided 
a more anti-leukemic effect without increased regimen-related toxicity and 
aGVHD. 
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Purpose: Allogeneic hematopoietic stem-cell transplantation (HSCT) from 
HLA- identical siblings can be used to treat children with acute 
lymphoblastic leukemia (ALL) . However, a significant proportion of 
patients with ALL who undergo HSCT relapse. For this reason, we 
prospectively evaluated a preparative regimen that included total body 
irradiation (TBI), thiotepa (TT) , and cyclophosphamide (CY) in patients with 
high-risk ALL in first complete remission (CR) and in children with ALL in 
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second CR. Patients and Methods: Forty children (median age, 9 yr; range, 
i to 18 yr) with ALL in first or second CR who underwent allogeneic HSCT 
from HLA- identical siblings were conditioned with a combination of 
fractionated TBI, TT (10 mg/kg) , and CY (120 mg/kg over 2 days) . 
Graft -vs . -host disease (GVHD) prophylaxis consisted of 
cyclosporins administered i.v. at a dose of 1 to 3 mg/kg/d for the 
first 21 days and subsequently orally at a dose of 6 mg/kg/d. Results: 
All assessable patients were engrafted, with a median time of 11 and 24 
days for neutrophil and platelet recovery, resp. The preparative regimen 
was well tolerated. Only one patient died as a result of regimen-related 
causes. Eight patients relapsed at a median time of 8 mo after 
transplantation (range, 3 to 9 mo) , and this determined a cumulative 
probability of relapse of 23%. Twenty-six of 40 patients (65%) are alive 
and in complete hematol . remission, with a median observation time of 36 
mo (range, 14 to 57 mo) , which results in a disease-free survival (DFS) at 
3 yr of 65%. The 13 patients who underwent transplantation in first CR 
had a DFS of 85%, whereas the 27 patients who underwent HSCT in second CR 
had a DFS of 56%. Conclusion: These data suggest that TT is an effective 
cytotoxic drug that can be safely added to the classical TBI-CY regimen. 
Because of its cell cycle- independent action, good CNS diffusion, and 
limited extramedullary toxicity, TT may contribute to increasing the 
percentage of children with ALL who are successfully cured with allogeneic 
BMT. 
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AB The inventors have discovered that hematol . disorders, e.g., both 
neoplastic (hematol. cancers) and non-neoplastic conditions, can 
be treated by the induction of mixed chimerism using myeloreductive, but 
not myeloablative, conditioning. Methods of the invention reduce 
GVHD, especially GVHD associated with mismatched allogeneic or 
xenogeneic donor tissue, yet provide, for example, significant 
graft-vs . -leukemia (GVL) effect and the like. The method comprises 
administration of myeloreductive treatment (such as immunosuppressant 
regimen) , introduction of allogeneic donor hematopoietic stem cell to form 
chimeric bone marrow in the recipient, and an immunosuppressant regimen 
after donor stem cell introduction to prevent graf t-vs . -host response. 
The immunosuppressant regimen includes depletion of host T lymphocytes 
and/or NK cells by treating with anti-CD4 or CD 8 antibodies, 
ant i- thymocyte globulin, ant i-lymphoblast globulin, thymic irradiation, and 
cytoreductive agents (e.g. alkylating agents, alkyl sulfonates, 
nitrosoureas, triazenes, antimetabolites, pyrimidine or purine analogs, 
vinca alkaloids, epipodophyllotoxins , antibiotics, and others) 
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AB The role of transplantation in infants with acute lymphoblastic leukemia 
(ALL) is not defined. We analyzed results of 4 0 infants diagnosed before 
age 12 months who received a hematopoietic cell 
transplant (HCT) between July 1982 and February 2003 in first 
complete remission (CR1; n = 17), CR2/3 (n = 7) , or relapse (n = 16). 
Patients were conditioned with cyclophosphamide with total body 
irradiation (n = 39) or busulfan (n = 1) . Donors were matched related (n 
= 8) , mismatched related (n = 16) , or un-related (n = 16) . 
Graf t -versus -host disease (GVHD) prophylaxis was 
methotrexate or cyclosporine (n = 7) or 
methotrexate plus cyclosporine (n = 33) . Thirty-nine 
patients engrafted, 20 developed acute GVHD , and 7 developed 
chronic GVHD. Sixteen patients relapsed and 7 died of other 
causes. Patients in CR1 had disease-free survival (DFS) of 76% compared 
with 45% for CR2/CR3 and 8% for relapse (P < .001). Of 33 patients with 
cytogenetic data, 26 (79%) had MLL gene rearrangement. Fourteen of these 
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26 were in CR1 and 11 survive in remission. Outcome was associated with 
"phase of disease, but having the MLL gene was not a factor predictive of 
outcome. Late effects included growth and other hormone deficiencies. 
These data demonstrate that infants with ALL and MLL gene have excellent 
DFS when they received transplants in CR1, and consideration for 
transplantation in CR1 is warranted. .COPYRGT. 2005 by The American 
Society of Hematology. 

L16 ANSWER 2 OF 16 MEDLINE on STN 

ACCESSION NUMBER: 2004635617 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 15610251 

TITLE: Acute renal failure after myeloablat ive 

hematopoietic cell transplant: 

incidence and risk factors. 
AUTHOR: Hingorani Sangeeta R; Guthrie Katherine; Batchelder Ami; 

Schoch Gary; Aboulhosn Nada; Manchion Janel; McDonald 
George B 

CORPORATE SOURCE: Department of Pediatrics and Medicine, University of 

Washington, Seattle, Washington, USA. . 
sangeeta . hingorani@seattlechildrens . org 
CONTRACT NUMBER: CA15704 (NCI) 

CA18029 (NCI) 
K23 DK 63038 (NIDDK) 
SOURCE: Kidney international, (2005 Jan) 67 (1) 272-7. 

Journal code: 0323470. ISSN: 0085-2538. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : Engl i sh 
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AB BACKGROUND: Survival after myeloablat ive therapy followed by 
hematopoietic cell transplant (HCT) is limited 

by substantial treatment -related toxicities. Acute renal failure (ARF) 
develops in 25% to 50% of patients after HCT. METHODS: One hundred 
forty-seven patients were followed prospectively from time of transplant. 
ARF was defined as a doubling of baseline serum creatinine at any time 
during the first 100 days post -transplant . We conducted a nested 
case-control study to identify precipitants of ARF. For each person who 
developed ARF, 2 controls were selected at random from patients who had 
not developed ARF as of that time. An exposure period was defined for 
each case as the 2 weeks prior to the day on which the matched case met 
the criteria for ARF. The risk of ARF in relation to demographic and 
anthropometric characteristics, and to types of treatment and comorbidity, 
was examined using univariable and multivariable conditional logistic 
regression models. Odds ratios for the associations with ARF were 
estimated, taking into account the matching. RESULTS: Fifty-three 
patients (36%) developed ARF at a median of 33 days after transplant 
(range 1 to 97) . Elevated risks were observed in patients who received 
liposomal amphotericin (OR 6.58; 95%CI 1.45-29.95) and conventional (OR 
3.60; 95%CI 0.79-16.55), and in those patients with sinusoidal obstruction 
syndrome (SOS) (previously termed veno-occlusive disease) (OR 9.37; 95%CI 
2.29-38.38). For every 0.1 mg/dL increase in baseline serum Cr, the risk 
of ARF decreased by 30%. Neither total body irradiation (TBI) dose, 
levels of metabolites of cyclophosphamide, sepsis, acute graft versus host 
disease (GVHD) , nor cyclosporine (CSA) levels was 

associated with an increased risk of ARF. CONCLUSION: The cumulative 
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incidence of ARF after HCT remains high. Amphotericin use during the 
'2-week exposure period and presence of hepatic sinuosoidal injury 
increased the risk of ARF within the first 100 days after HCT. Higher 
levels of serum creatinine at baseline were associated with a lower risk 
of ARF . 
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hematopoietic stem-cell transplantation for leukemia. 
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STN: 20050818 
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AB Study objectives: Reported risk factors for bronchiolitis obliterans (BO) 
in allogeneic hematopoietic stem-cell 

transplant recipients come from modest -sized studies and are 
limited to experiences of single institutions. We sought to identify risk 
factors for BO using data from the International Bone Marrow Transplant 
Registry. Methods: Registry data on 6,275 adult patients with leukemia 
who received human leukocyte antigen-identical sibling transplants from 
1989 to 1997 and survived at least 100 days after transplantation were 
evaluated for the study. Risk factors for BO were analyzed using 
proportional hazards regression. Results: Seventy-six patients were found 
to have BO, with an incidence rate of 1 . 7% at 2 years after 
transplantation. The Kaplan-Meier estimate of median time to onset of BO 
was 431 days. Histologic evaluation was performed in 36 patients (47%). 
In 28 patients (37%), diagnosis was based on pulmonary function tests, CT 
scans of the chest, or a combination of both. On multivariate analysis, 
the factors that were associated with an increased risk for BO included 
the following: peripheral blood-derived stem cell, a busul fan-based 
conditioning regimen, interval from diagnosis to transplant > 14 
months, female donor to male recipient sex match, prior interstitial 
pneumonitis, and an episode of moderate-to-severe acute graf t-vs-host 
disease (GVHD) . Conclusion: In addition to corroborating 
previously reported risk factors, such as acute GVHD and a 
busul fan-based conditioning regimen, we found that peripheral blood 
stem-cell transplantation, long duration to transplant, female donor to 
male recipient, and a prior episode of interstitial pneumonitis are 
associated with an increased risk for BO. 
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AB Graf t-versus -host disease (GVHD) remains a major barrier to 
successful hematopoietic stem cell transplant 

for patients who lack a matched related donor. Partial T-cell depletion 
(TCD) of the graft may decrease the risk of severe GVHD with 
unrelated donors (URD) and partially matched related donors (PMRD) while 
retaining an antileukemic effect. We analyzed our experience using URD 
and PMRD for pediatric patients with leukemias from 1990 to 2001. A 
subgroup of 'matched 1 URD donor pairs was retrospectively analyzed for 
high-resolution class I. Partial TCD was accomplished with monoclonal 
antibody T10B9 or OKT3 and complement. There were 76 URD (45% matched) 
and 28 PMRD recipients. Event-free survival (EFS) was 38.3%, and overall 
survival (OS) 45.1% at 3 years. On multivariate analysis, there was no 
difference in survival based upon marrow source, but nonrelapse mortality 
was higher with the use of PMRD. Relapse occurred in 6% of ALL patients, 
and 22.8% of AML/MDS patients. Grades III-IV GVHD was observed 
in only 6.7% of patients. Partial TCD allows use of matched or mismatched 
URD, or PMRD with little mortality from GVHD, durable 
engraftment, and no increase in relapse risk. .COPYRGT. 2005 Nature 
Publishing Group All rights reserved. 
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Summary: In all, 55 patients at high risk or ineligible for a conventional 
allogeneic hematopoietic stem cell transplant 

(HSCT) received a regimen consisting of extracorporeal photopheresis , 
pentostatin, and reduced dose total body irradiation. The median age was 
49 years (18-70 years) ; 44 received a sibling and 11 an unrelated HSCT; 
44% were over the age of 50 years and 31% had undergone a prior HSCT. 
Graf t-versus-host disease (GVHD) prophylaxis consisted of 
cyclosporine and methotrexate. Full donor chimerism was 

documented in 98% by day +100. The 1000-day nonrelapse mortality was 11%. 
The median follow-up is 502 days (154-1104 days) . The 1- and 2-year 
overall survival (OS) and event-free survival (EFS) are 67, 58 and 55%, 
and 47%, respectively. Patients who had not received a prior HSCT or had 
less than three prior chemotherapy regimens had a 71% OS and 67% EFS at 1 
year. Greater than grade II aGVHD developed in 9% and chronic 
GVHD (cGVHD) in 43%, and extensive in 12% and limited in 
31%. Of the patients, 86% who engrafted had a disease response, 72% had 
complete and 14% partial responses. This novel reduced intensity 
preparative regimen was well tolerated and associated with a low incidence 
of transplant -related mortality and serious acute and cGVHD . 
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,AB 'Hepatic complications associated with cholestasis occur frequently in 
hematopoietic stem cell transplant recipients. 

Since bile acid seems to be a sensitive indicator of beginning 
cholestasis, the authors monitored total serum bile acid levels in 
addition to the standard liver function tests in 23 recipients of 
allogeneic transplants between June 1999 and September 2000. The 
observations suggest that bile acid is an early and sensitive marker of 
hepatic GvHD but not as specific as bilirubin. For cholestasis 
in absence of hepatic GvHD bile acid seems to be more sensitive 
than bilirubin. Routinely monitoring of bile acid after hematopoietic 
stem cell transplantation is not indicated. 
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AB Acute graft -versus -host disease (GVHD) is a common complication 

of allogeneic hematopoietic stem cell transplantation (HSCT) . It has been 
proposed that tumor necrosis factor a (TNF-a) 

blockade with infliximab may be an effective treatment for severe (grades 

III-IV) GVHD. We determined it infliximab use in this high-risk 

population was associated with an additional increased risk of non-Candida 

invasive fungal infections (IFIs) . Records of the 2000-2001 HSCT cohort 

at our institution were reviewed. Fifty-three (20%) of 264 evaluable 

patients developed severe GVHD and 11 of these 53 (21%) received 

infliximab for treatment. Proven or probable IFI was documented in 10 

(19%) of 53 patients with severe GVHD (incidence rate of 0.99 

cases/1000 GVHD patient-days) . When stratified by infliximab 

use, 5 of 11 infliximab recipients developed an IFI (6.78 cases/1000 

GVHD patient-days) , compared with 5 of 42 IFI cases among 

nonrecipients (0.53 cases/1000 GVHD pat ient -days ) . In a 

time -dependent Cox regression model among patients with severe 

GVHD , the adjusted IFI hazard ratio of infliximab exposure was 

13.6 (P = .004; 95% CI, 2.29-80.2). We conclude that infliximab 

administration is associated with a significantly increased risk of 
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non-Candida IFI in HSCT recipients with severe GVHD disease. 

Pre-emptive systemic antifungal therapy against molds should be considered 

in patients who develop severe GVHD after HSCT if infliximab is 

used. . COPYRGT . 2003 by The American Society of Hematology. 
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AB Hematopoietic stem cell transplant using RIC 

decreases morbidity and mortality thereby allowing it to be offered to 
patients who are otherwise not candidates for allogeneic blood stem cell 
transplants, because of age or co-morbidity. For optimal 
antitumor effect, complete donor chimerism is likely necessary. 
Unfortunately, many current conditioning regimens result in mixed 
chimerism or in graft rejection, and may require post transplant 
manipulations, such as reduction of immunosuppression that increase the 
risks of severe GvHD . Based on a successful murine model, we 
have investigated whether CD45 monoclonal antibody (MAb) can deplete 
recipient immune and hematopoietic cells and facilitate donor engraftment 
in subablative transplantation of matched unrelated or mismatched 
unrelated or family donor stem cells. We used two rat anti CD45 
monoclonal antibodies against non overlapping epitopes on the CD 45 
molecules at a dose of 400 mcg/kg/dayX4 added to our standard RIC regimen 
of TBI 450 cGY, Fludarabine 120mg/m2, and Campath 1H (30 mg) , and FK506 as 
GvHD prophylaxis. 12 patients with hematological malignancies, not 
eligible for standard transplant because of age or co-morbidities have 
been enrolled to date. Reasons for reduced intensity transplant included 
age >55(6 pts) , second transplant (5 pts.), Previous fungal infection 
(2pts.); and abnormal liver (3 pts), kidney (3 pts), cardiac (2 pts) or 
pulmonary function (3 pts) . Median age is 42 yrs (range 1-65 yrs) . 7 
patients were male, 5 female. 5 patients had MDS or AML, 3 ALL, 2 HD, 
1CLL/AA, and 1 NHL. 6 patients were in relapse with active disease and 6 
were in complete remission (4 CR1, 2 CR2) at the time of transplant. 9 
patients or donors were CMV positive. 5 donors were HLA identical (6/6) 
but unrelated and 7 donors had one antigen mismatch. (5 unrelated, 2 
family). All but one patient received peripheral blood stem cells. All 
12 patients engrafted. Median time to neutrophil engraftment was 12 days 
(8-18) . By day 30 all the patients were 100% donor chimera, including all 
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7 patients who had one antigen mismatched (5/6) donors and the 3 patients 
who had rejected a previous transplant. 1 patient had grade I II -IV severe 
GvHD, and 1 had grade II GvHD . 1 patient died of 

progressive disease. 11 patients are alive (10 disease free) 29-279 days 
(median 116 days) post transplant. We compared the engraftment data with 
16 patients (10 MUD, 6 Mismatched donor-5/6) treated on our previous 
protocol using the same conditioning regimen without CD 45 MAb. 4 of 16 
patients rejected their graft compared to none of the patients in current 
study. Of the 6 donors in this earlier series who received mismatched 
grafts, 3 rejected, compared to 0/7 following the addition of CD45 MAbs 
(p=0.07, two tailed Fisher exact test) . We are continuing further accrual 
on this study to determine if this trend to improved engraftment 
continues. These data suggest that the addition of CD45 MAb to 
subablative conditioning regimens is safe, may contribute to establishment 
of complete donor chimerism, and may be of particular value when 
transplantation uses HLA mismatched donor stem cells. 
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Autologous hematopoietic stem cell transplantation (autoSCT) is an 
effective treatment for patients with various hematologic malignancies. 
Despite the significant improvement in the overall outcome, disease 
progression after transplantation remains the major cause of treatment 
failure. With longer follow-up, therapy-related myelodysplasia/acute 
myelogenous leukemia is becoming an important cause of treatment failure. 
The prognosis for these 2 groups of patients is very poor. Allogeneic 
hematopoietic stem cell transplantation (alloSCT) is a potential curative 
treatment for these patients. However, the outcome with conventional 
myeloablative alloSCT after failed autoSCT is typically poor because of 
high transplant -related mortality. In an attempt to reduce the 
treatment-related toxicity, we studied a reduced- intensity conditioning 
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regimen followed by alloSCT for patients with progressive disease or 
therapy-related myelodysplasia/acute myelogenous leukemia after autoSCT. 
This report describes the outcomes of 28 patients with hematologic 
malignancies who received a reduced- intensity alloSCT after having 
treatment failure with a conventional autoSCT. Fourteen patients received 
a hematopoietic stem cell transplant from a 

related donor and 14 from an unrelated donor. The conditioning regimen 
consisted of low-dose (2 Gy) total body irradiation with or without 
fludarabine in 4 patients and the combination of melphalan (140 mg/m(2)) 
and fludarabine in 24. Cyclosporine and mycophenolate mofetil 
were used for posttransplantation immunosuppressive therapy, as well as 
graf t-versus-host disease (GVHD) prophylaxis, in all patients. 
All patients engrafted and had >90% donor chimerism on day 100 after SCT. 
Currently, 13 patients (46%) are alive and disease free, 7 patients (25%) 
developed disease progression after alloSCT, and 8 (32%) died of 
nonrelapse causes. Day 100 mortality and nonrelapse mortality were 25% 
and 21%, respectively. With a median follow-up of 24 months for surviving 
patients, the 2-year probabilities of overall survival, event-free 
survival, and relapse rates were 56.5%, 41%, and 41.9%, respectively. Six 
patients (21%) developed grade III to IV acute GVHD. Among 21 
evaluable patients, 15 (67%) developed chronic GVHD. We 
conclude that (1) reduced- intensity alloSCT is feasible and has an 
acceptable toxicity profile in patients who have previously received 
autoSCT and that (2) although follow-up was short, a durable remission may 
be achieved in some patients who would otherwise be expected to have a 
poor outcome. 
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AB The efficacy of nonmyeloablative allogeneic hematopoietic 
cell transplant (HCT) depends on the balance between 

beneficial antineoplastic effects weighed against detrimental effects 
related to graf t-versus-host disease (GVHD) . Risk factors for 
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severe, life-threatening GVHD were analyzed retrospectively 
Among 171 consecutive patients who had related or unrelated 
nonmyeloablative HCT for treatment of hematologic malignancies. The 
conditioning regimen was 2.0 Gy total body irradiation with or without 
fludarabine, and mycophenolate mofetil and cyclosporins were 
used for post -transplant immunosuppression. Overall, 44 of 171 (26%) 
patients developed severe GVHD with a median follow-up of 3 0 
(range, 12-65) months. The incidence of severe GVHD was similar 
after related and unrelated HCT. Manipulation of immunosuppression to 
induce graf t-versus-leukemia/tumor effects in patients with 
relapsing/persistent disease was not associated with subsequent 
development of severe GVHD (P=0.98). In a Cox regression 
analysis, factors that were significantly associated with severe, 
life-threatening GVHD were: diagnosis of myeloid malignancies 
(P=.01), donor lymphocyte infusion for persistent, progressive or 
recurrent malignancy (P=.05) and, preceding non-severe acute GVHD 
(P=.002) . The cumulative incidence of severe GVHD at 2 years 
after HCT was 37% among patients with myeloid malignancies, compared to 
21% among those with non-myeloid malignancies. Nonrelapse mortality at 3 
years after transplant was 33% for patients with myeloid malignancies and 
24% for those with non-myeloid malignancies (P=0.20) . We speculate that 
the increased risk of severe GVHD among patients with myeloid 
diseases could be related to the antigen -presenting function of malignant 
myeloid cells. The differences in risk of severe, life-threatening 
GVHD according to myeloid or non-myeloid disease category should 
be taken into account in the design of future clinical trials. 
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AB Umbilical cord blood is a source of stem cells for patients undergoing 
unrelated hematopoietic stem cell transplant 

The recipients are at an increased risk of infectious complications 
because of slower engraftment kinetics in the acute period post-CBSCT; 
however, there is no long term data regarding infectious complications 
post day 100. We investigated the infectious complications in our 
long-term survivors (LTS) after CBSCT. Between 5/97 and 10/2001, 26 
patients received a CBSCT for a hematologic malignancy. 11 patients died 
before day 100 of infection (n=4) , regimen-related toxicity (n=4), 
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GVHD (n=l) , recurrent disease (n=l) and graft failure (n=l) and 
Vere excluded from this analysis. In the 15 long-term survivors, median 
age at CBSCT was 34 years (range 5-53 years) . Donor-recipient HLA match 
was 6/6 (n=l) , 5/6 (n=6) , or 4/6 (n=8) . Seven patients had sex mismatched 
CB donors. AGVHD prophylaxis was Cyclosporine (CsA) , 
Methylprednisolone (MP) regimen (n=12) , or CsA, MP and ATG (n=3) . 
CsA was changed to FK506 in 7 patients due to CsA toxicity. Median 
nucleated cell dose was 2.25 (range, 0.134-0.423) x 107/kg and median 
CD34+ cell dose was 0.115 (range, 0.025-0.191) x 106/kg) . Median time to 
ANC>500/mm3 was 34 days (range, 16-104) and median time to platelet count 
>20,000/mm3 was 66 days (range, 41-144). Median follow-up post CBSCT in 
the long-term survivors was 33.7 months (range 5.4 - 47.1) . 5 of the 15 
LTS developed chronic graf t-versus-host disease (cGVHD) (limited 
n=l, extensive n=4) . 6 of the 15 LTS developed opportunistic infections 
(herpes zoster n=l, disseminated invasive aspergillosis n=2, localized 
pulmonary aspergillosis n=l, disseminated Candida glabrata n=l, pulmonary 
atypical mycobacterium infection n=l) . 3 of the 6 patients with 
opportunistic infections have died of refractory leukemia (n=l) , relapsed 
leukemia (n=l) or multi-organ failure due to infection (n=l) . The 
remaining patients were either successfully treated ( resection of 
localized pulmonary aspergillosis n=l) or are currently receiving active 
treatment for fungal disease n=2, and atypical mycobacterium n=l. At the 
time of this report, 4 of the 15 LTS have died. Patients post CBSCT 
remain at risk for opportunistic infections. This risk appears to be 
increased in patients who develop cGVHD and require 

immunosuppression. Selected patients may benefit from more aggressive 
anti-microbial prophylaxis to prevent opportunistic infections during 
immunosuppressive therapy. 
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•AB The kinetics of donor engraftment in peripheral blood hematopoietic 
subpopulations from 12 0 patients (median age 54 years) undergoing 
nonmyeloablative hematopoietic stem cell transplantation (HSCT) were 
analyzed. The nonmyeloablative approach consisted of total body 
irradiation (200 cGy) , marrow (n=10) or PBSC (n=110) allografts, and 
postgrafting immunosuppression with mycophenolate mofetil and 
cyclosporins. Sixty-two percent of the patients received 
fludarabine (30mg/m2 on days -4, -3, -2) before HSCT. Patients received 
either HLA matched related (n=87) or unrelated donor (n=33) HSCT for 
cervical cancer (n=l) or hematologic malignancies (n=119) 
including ALL (n=2) , AML (n=17) , CLL (n=13) , CML (n=14) , HD (n=ll) , MDS 
(n=19) , MM (n=24) , NHL (n=19) . Graft rejection or failure occurred in 
12/120 (10%) of patients. Acute GVHD of grades II and III -IV 
occurred in 41% and 13% of patients, respectively. Peripheral blood 
samples were sorted on post-transplant days 14, 28, 42, 56, 84, 180 and 
365 by multidimensional FACS into CD3+CD56- (T- lymphocytes) , CD3+CD4+CD8 - 
(CD4+ T- lymphocytes) , CD3+CD4-CD8+ (CD8 + T- lymphocytes ) CD45+side scatter 
mid-hi (granulocytes), CD56+CD3- (NK cells) , and CD14+CD3- 
CD5 6- (monocytes) fractions. Percentages of donor chimerism were analyzed 
by PCR-based VNTR analyses and quantified by phosphoimage analyses. On 
day 14 post-transplant, the highest degree of donor reconst itution was 
noted in the NK fraction followed by CD8+ T-lymphocytes , CD3+ lymphocytes, 
CD4+ T-lymphocytes, monocytes, and granulocytes. On day 28, donor 
granulocyte chimerism rapidly increased, followed by progressive increases 
in the remaining cell populations. Most patients remained mixed 
donor/host chimeras for extended periods of time (at least to 180 days 
post -transplant ) with greater than 60% donor chimerism in each 
subpopulation. This pattern of donor reconst itution was consistent for 
all of the patients with hematologic malignancies except those with CML 
and MDS where percentages of donor T-lymphocyte chimerisms were lower. 
Patients receiving PBSC product had a higher degree of donor T lymphocyte 
.chimerism than recipients of marrow (p=.02). Greater intensity of therapy 
before HSCT was associated with higher degrees of donor granulocyte, CD3+ 
lymphocyte, and monocyte chimerisms. The association of donor chimerism 
with survival and progress ion- free survival was assessed by Cox regression 
analysis, and donor chimerism was treated as a time -dependent covariate. 
A high degree of donor NK cell chimerism was consistently associated with 
improved overall survival and progression-free survival (p=.02 and .002, 
respectively) . The CD4/CD8 absolute cell ratio was consistently >1 
immediately after transplant in the 38 patients that were analyzed. There 
was no correlation with CD4 donor chimerism nor absolute cell counts and 
overall survival. There was a suggestion that increased donor CD 8 
chimerism was associated with decreased risk of mortality before (p=.05) 
and after (p=.08) adjusting for absolute donor counts in this smaller 
sample size (n=38) . These results suggest that monitoring mixed chimerism 
early after transplant is important for determining outcomes and for the 
development of new strategies for intervention. 
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•SOURCE: Haematologica # (2001 Jun) 86 (6) 646-51. 

Journal code: 0417435. ISSN : 0390-6078. 
PUB. COUNTRY: Italy 

DOCUMENT TYPE: (EVALUATION STUDIES) 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 2 00201 

ENTRY DATE: Entered STN : 20020121 

Last Updated on STN: 20020124 
Entered Medline: 20020102 

AB BACKGROUND AND OBJECTIVES: The risk of relapse after autologous bone 
marrow transplantation (ASCT) is high and is related to the type of 
malignancy and phase of the disease. The outcome for the patient who 
relapses after an autologous transplant is poor. Some of these patients 
achieve a remission with conventional chemotherapy, but it is usually 
short-lasting. Most of them succumb to the original disease. One further 
therapeutic possibility is an allogeneic transplant which would confer the 
potential advantage of a graft -versus -leukemia effect in addition to the 
lack of tumor contamination of the graft and to a high-dose 
intensity conditioning regimen. DESIGN AND METHODS: We have studied the 
outcome of 31 patients with hematologic malignancies who underwent an 
allogeneic hematopoietic stem cell transplant 

(HSCT) after failing an autologous transplant because of relapse (n=29) or 
persistent aplasia (n=2) . The median age at allograft was 36 years 
(18-55) and the interval from autograft to allograft was 21 months 
(3-141) . The source of stem-cells was unmanipulated bone marrow (n=26) or 
growth- factor-mobilized peripheral blood (n=5) . The donor was an 
HLA-identical sibling (n=7) , or an alternative donor (n=24) (family 
mismatched n=ll, or matched unrelated n=13) . The conditioning regimen was 
cyclophosphamide and thiotepa (n=22) , or cyclophosphamide and total body 
irradiation (n=9) Graf t -versus -host disease (GvHD) prophylaxis 
consisted of cyclosporine (CyA) + methotrexate (MTX) . 
RESULTS: Acute GvHD was scored as 0-1, II, or III -IV in 39%, 
48%, and 13% of the patients, respectively. Sixteen patients died of 
transplant -related complications and one of progressive disease. With a 
median follow-up of 220 days (9-2104) the actuarial 2 -year 
transplant -related mortality (TRM) was 51%, the actuarial relapse risk 
37%, the actuarial survival 46%. Fifteen patients (48%) are alive in 
complete remission, with a median follow-up of 32 months (range 2-71) . 
INTERPRETATION AND CONCLUSIONS: These data suggest that patients relapsing 
after an autotransplant should be screened for potential related or 
unrelated donors: although TRM remains high there is a definite chance of 
long-term disease-free survival if these patients are allografted. 
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TITLE: Fludarabine and melphalan-based conditioning for patients 

with advanced hematological malignancies relapsing after a 
previous hematopoietic stem cell 
transplant . 
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H; Maningo M; van Besien K 
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Journal code: 8702459. ISSN : 0268-3369. 

'PUB. COUNTRY: England: United Kingdom 
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LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200208 

ENTRY DATE: Entered STN : 20011022 

Last Updated on STN: 2 002 08 02 
Entered Medline: 20020801 

AB Severe regimen-related toxicity often complicates second transplant 

procedures performed in patients with hematological malignancies that have 
relapsed after an initial hematopoietic stem cell 
(HSC) transplant. Therefore, we studied the safety and efficacy 
of a reduced-intensity fludarabine and melphalan based conditioning 
regimen in 11 patients who had relapsed following an autologous (n = 7) or 
allogeneic (n = 4) HSC transplant. All patients received allogeneic 
peripheral blood HSC from either an HLA-identical (n = 7) or an 
HLA-mismatched (n = 4) relative. Diagnoses included AML (n = 9) , ALL (n = 
1), or Hodgkin's disease (n = 1) . Only one patient was in complete 
remission at the time of second transplant. The median interval between 
first transplant and relapse was 163 days (range 58-1885) . Recipients of 
HLA-mismatched transplants received antithymocyte globulin in addition to 
fludarabine and melphalan as part of the conditioning regimen. All 11 
patients received acute GVHD prophylaxis consisting of 
tacrolimus and methotrexate. Ten of 11 patients achieved 
hematopoietic engraftment with a median time to absolute neutrophil count 
>0.5 x 10(9)/1 and to platelet count of >20 x 10(9)/1 of 14 and 19 days, 
respectively. All engrafting patients achieved 100% donor chimerism on 
initial analysis, except for one with persistent leukemia at day +19. Two 
patients experienced grade 3 regimen-related toxicity, manifesting as 
acute renal failure. Acute GVHD grades 2-4 occurred in two 
recipients and chronic GVHD in four. The 100-day mortality from 
all causes was 36%. Ten of 11 patients (91%) died a median of 140 days 
(range 9-996) after the second transplant. The causes of death included 
relapse (n = 5) , sepsis (n = 4) , and idiopathic pneumonia syndrome (n = 
1) . One patient with AML survives in remission at 880 days 
post-transplant. We conclude that fludarabine- and melphalan-based 
conditioning promotes full donor chimerism, even following HLA-mismatched 
transplants. However, the regimen may be more beneficial when applied to 
patients undergoing allogeneic HSC transplantation earlier in their 
disease course. 
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Maris, Michael [Reprint author] ; Maloney, David [Reprint 
author] ; Gooley, Theodore [Reprint author] ; Zellmer, 
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CORPORATE SOURCE: Fred Hutchinson Cancer Research Center, Seattle, WA, USA 
•SOURCE: Blood, (November 16, 2001) Vol. 98, No. 11 Part 1, pp. 

477a. print. 

Meeting Info.: 43rd Annual Meeting of the American Society 
of Hematology, Part 1. Orlando, Florida, USA. December 
07-11, 2001. American Society of Hematology. 
CODEN: BLOOAW. ISSN: 0006-4971. 

DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 

LANGUAGE: English 

ENTRY DATE: Entered STN : 17 Apr 2 002 

Last Updated on STN: 17 Apr 2002 

AB Nonmyeloablative hematopoietic stem cell transplantation (HSCT) promotes 
initial mixed chimerism with limited toxicity. Although the induction of 
chimerism after allogeneic HSCT has been documented, the kinetics of donor 
engraftment in different hematopoietic subpopulat ions as they relate to 
outcomes have not been extensively studied. Analysis of mixed chimerism 
was performed in a cohort of 101 patients (median age 54 years) who 
received either matched related (n=74) or unrelated donor (n=27) 
nonmyeloablative allogeneic HSCT for a solid tumor (n=l) and 
hematologic malignancies (n=100) including ALL (n=l) , AML (n=10) , CLL 
(n-11), CML (n=ll) , HD (n=ll) , MDS (n=18), MM (n=24) , NHL (n=14). The 
nonmyeloablative HSCT approach consisted of total body irradiation (200 
cGy) , bone marrow (n=8) or PBSC (n=93) grafts, and postgrafting 
immunosuppression with mycophenolate mofetil and cyclosporins. 
In addition, 62% of the patients received fludarabine (30 mg/m2 on days 
-4, -3, -2). Graft rejection or failure occurred in 10% of patients. 
Acute GVHD of grades II-IV and III-IV occurred in 52% and 15% of 
patients, respectively (56% and 15% for nonrejectors) . Peripheral blood 
samples were sorted on post -transplant days 14, 28, 42, 56, 84, 180 and 
365 by multidimensional FACS into CD3+CD56- (T- lymphocytes) , CD45+side 
scattermid-hi (granulocytes) , CD56+CD3- (NK cells) , and CD14+CD3- 
CD56- (monocytes) fractions. Percent donor chimerism was analyzed by 
PCR-based VNTR analysis and quantified by phosphoimage analysis. Cox 
regression was used to assess the association of donor chimerism with 
time-to-event outcomes, survival and relapse-free survival. Donor 
chimerism was treated as a time -dependent covariate in these models. The 
hazard of mortality was significantly decreased as percent donor 
granulocyte chimerism increased. If chimerism was modeled as a continuous 
variable, an increase of 20% chimerism was associated with a decrease in 
the hazard of mortality of .77 (hazard ratio (HR)=0.77; 95% CI,' 0.60 to 
0.98; p=.03). Similarly, as the percent donor NK cell and monocyte 
chimerism increased, the hazard of mortality decreased (HR=0. 75; 95% CI, 
0.58 to 0.98; p= . 03 and HR=0.70; 95% CI, 0.53 to 0.89 p=.004, 
respectively) . Increasing percent donor T-lymphocyte chimerism was 
associated with a decrease in hazard of mortality but this association was 
not statistically significant (p=0.38). There were statistically 
significant associations between high percentages of donor granulocyte, NK 
and monocyte chimerisms and increased relapse- free survival (p=.005, .0009 
and .03, respectively) and a trend towards an association for increased 
percent donor T-lymphocyte chimerism (p=.14). Logistic regression was 
used to assess the association of donor chimerism with the probability of 
grades II-IV GVHD, where the last chimerism value before day 2 8 
and before occurrence of GVHD was used as a covariate. There 
was no statistically significant association between the probability of 
grades II-IV acute GVHD and donor chimerism in any of the sorted 
subpopulat ions . The evaluation of early donor chimerism maybe a valuable 
tool for assessing the risk of mortality and relapse-free survival. 
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AB Cord blood (CB) has emerged as a potential source of hematopoietic stem 
cells for patients who are in need of hematopoietic stem 
cell transplant (HSCT) . The authors analyzed the 

Pediatric Blood and Marrow Transplant Consortium's (PBMTC) data of 
consecutive unrelated CB transplants performed during the initial 2 years 
of using placental blood grafts. From January 1995 to December 1996 PBMTC 
performed a total of 44 unrelated CB transplant for a variety of diseases 
consisting of acute leukemias (n = 29) , congenital conditions (n = 9) , and 
bone marrow failure (n = 6) . There were 15 females and 29 males with 
median age of 5 years (range 0. 4-20.6 years) and median weight of 18.2 kg 
(range 6.3-70 kg) . The median volume of CB units was 80 mL (range 
44.5-215 mL) and the median cell dose given was 4.3 x 10 (7) /kg of 
recipient weight (range 1.1-23 x 10 (7) /kg). Techniques used for human 
leukocyte antigen (HLA) matching were serologic typing for class I HLA 
antigens and high-resolution molecular typing for HLA-DRB ( 1 ) alleles. HLA 
disparities were as follows: 4 were 6/6 matches, 21 were 5/6, 15 were 4/6, 
and 4 were 3/6. Twenty-nine (66 %) of CB units were DRB(l) matched with 
recipients. Conditioning regimens consisted of either total body 
irradiation containing (n = 31) or chemotherapy only (n = 11) regimens. 
All but 3 patients receive cyclosporine as part of graft vs. 
host disease (GvHD) prophylaxis in combination with either 
methotrexate (MTX) or methylprednisolone (Pred) . The 
other 3 patients had FK506 and MTX for GvHD prophylaxis. 
Myeloid engraftment (absolute neutrophil count > 500) occurred at a 
median of 21 days (range 10-43 days) and platelet > 50,000/mm(3) 
was noted at a median of 44 days (range 16-102 days) . Eight patients died 
too early (<day +28) for evaluation of engraftment (5 for infection, 2 for 
multiorgan failure, 1 for toxic epidermolysis) . The probability of having 
grade I I -IV acute GvHD for all patients was 44 ± 0.7%. The 
incidence of a GvHD is similar for 4/6 and 5/6 antigen when 
DRB(l) matched, at 47 and 52%, respectively. Chronic GvHD was 
noted in 28% of patients surviving > 90 days. The Kaplan-Meir estimate of 
4-year event-free survival was 43%. A Cox model for analysis of factors 
associated with survival was DRB(l) matching, p = .001; cell dose, p = 
.009; and younger age, p = . 03 . In conclusion, CB transplant offers a 
good alternative to bone marrow transplant Although GvHD occurs, 
it is usually of low severity despite the high frequency of multiple HLA 
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antigen mismatches. It also appears that a 4/6 is as good as a 5/6 
matched antigen CB unit when DRB(l) matched especially in the pediatric 
setting. 
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The present invention provides for cellular compositions which 



FIFTH 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 
CAS 
AB 



facilitate engraftment of hematopoietic stem cells from a syngeneic, 
allogeneic or xenogeneic donor. The cellular compositions of the 
invention facilitate engraftment while minimizing the risk of graft 
versus host disease in the graft recipient. According to a preferred 
embodiment of the invention, a cell composition is provided, which cell 
composition comprises hematopoietic stem cells, such as CD34.sup.+ cells 
and/or facilitating cells, in combination with ap TCR.sup.+ T 
cells. The invention also relates to methods of using the cellular 
compositions of the invention to induce donor specific tolerance in a 
recipient, thus allowing the transplantation of donor organs, cells and 
tissues. Also disclosed are methods of treating leukemia and 
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AB A method of inducing tolerance without whole body irradiation. 
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AB The invention provides, among other things, novel methods of treating 
neurological disorders which result in the loss of neurons (neuronal 
deficiencies) . Bone marrow-derived cells are administered to individuals 
suffering from neuronal deficiencies. Administration of bone 
marrow-derived cells results in formation of bone marrow derived 
neurons, whether formed de novo or as a result of fusion with an 
existing neuron, thereby replacing or repairing lost or damaged neurons. 
The methods of the invention may also be used for memory augmentation in 
memory impaired individuals. 
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AB Antagonists of T cell migration are used to reduce GVHD in 

recipients of hematopoietic cell grafts. The administration of 
antagonists of T cell migration can be used in combination with 
conventional methods of bone marrow transplantation and in combination 
with the administration of donor leukocytes. 
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e.g. , both 



neoplastic (hematologic cancers) and non-neoplast ic 

conditions, can be treated by the induction of mixed chimerism using 
myeloreductive, but not myeloablative, conditioning. Methods of the 
invention reduce GVHD, especially GVHD associated 

with mismatched allogeneic or xenogeneic donor tissue, yet provide, for 
example, significant graft -versus -leukemia (GVL) effect and the like. 
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AB Methods of promoting tolerance and inhibiting NK cell mediated attack in 
a human recipient to a swine graft are disclosed The methods include 
introducing into the recipient a swine hematopoietic stem cell which has 
been transformed with a transgene encoding a human MHC class I protein 
that inhibits recipient NK cell mediated attack. 
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AB A method of inducing tolerance without whole body irradiation. 
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AB The invention provides novel methods of treating neurological disorders 
which result in the loss of neurons (neuronal deficiencies) . Bone 
marrow-derived cells are administered to individuals suffering from 
neuronal deficiencies. Administration of bone marrow-derived cells 
results in formation of new neurons in the nervous system, thereby- 
replacing lost neurons. The methods of the invention may also be used 
for memory augmentation in memory impaired individuals. 
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AB The inventors have discovered that hematologic disorders, e.g., both 
neoplastic (hematologic cancers) and non-neoplastic 

conditions, can be treated by the induction of mixed chimerism using 
myeloreductive, but not myeloablat ive, conditioning. Methods of the 
invention reduce GVHD, especially GVHD associated 

with mismatched allogeneic or xenogeneic donor tissue, yet provide, for 
example, significant graft -versus -leukemia (GVL) effect and the like. 
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AB The present invention relates to a method of inhibiting 

graf t-versus-host disease in allogeneic hematopoietic stem 
cell transplant (HSCT) patients by using 

L-leucyl-L-leucine methyl ester { LLME ) to eliminate selective cytotoxic 
T cells in donor lymphocyte infusions (DLI) . LLME has been shown to 
inhibit GVHD in animal models by selectively inducing 

apoptosis in natural killer cells and cytotoxic T cells. The application 

of LLME to the human clinical HSCT situation, however, has been hampered 

by HSC toxicity when unseparated marrow is treated at the concentrations 

necessary to purge GVHD-inducing T cells prior to infusion. In 

the present invention, this problem is circumvented by the LLME ex vivo 

treatment of DLI administered following transplantation of T 

cell -depleted HSC. In this setting, the effects of LLME on HSC contained 

within the DLI are irrelevant for clinical outcome. In another 

embodiment, the risk of toxicity to the stem cell population is avoided 

by ex vivo LLME treatment of donor lymphocytes after separation of 

CD34.sup.+ stem cells and then co-administration of the LLME-treated 
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donor CD34.sup.- fraction and the untreated CD34.sup.+ stem cells. 
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AB A genetically engineered swine cell having a transgene encoding a human 
HLA protein. 
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AB A method of preparing swine donor tissue which includes hematopoietic 

stem cells and T cells for transplantation into a recipient mammal other 
than a swine. The method includes the swine donor tissue with an 
antibody which binds the epitope recognized by the mAb 2-6-15 monoclonal 
antibody. The binding facilitates depletion of T cells about as 
efficiently or more efficiently than does the mAb 2-6-15 monoclonal 
antibody and results in about the same or less depletion of stem cells 
as does the mAb 2-6-15 monoclonal antibody. 
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